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PURSUANT TO 37 C.F.R. $ L i 32 

Sir: 

1, Cooisie Sanchez Morillo, O, Sc., hereby declare as follows: 

1 . I am an expert in the field of the present invention as evidenced by my Curriculum Vitae, 
attaehfid as Exhibit A, 

2. 1 have reviewed: the sabjeet patent application which discloses the coaibinatioti 
administration of a serotonin reuptake inhibitor and a histamine H3 receptor antagonist, 
in\ erse iigonist. or partial agonist, i have also rev iewed the Office Action issued Febnsary 
20« 2009, and present claims 1,5-21, and 35-36, in connection with the subject patertt 
application. 

3. The subject application discloses that co-administration of a high-affinity H3 receptor 
antagonist and a serotonin reuptake inhibitor produces a significant increase in the level 
of serotonin in terminal areas (of the brain), as compared to the administration of the 
serotonin reuptake inhibitor alone. See page 19, lines 1-4 of the subject application as 

tiled. The subject application discioscs ihat the adniinistration of H3 antagonist alone 
causes no increase in serotoriin ie\ei5.. The .subject application further discloses ihai 
serotonin (5-HT) le\elb\\crc iTjeasured iii microdial,>sis experiments. See page 28, iineS 
through page 30, line 15 of the subject application as Hied. 

4. As disclosed in the subject application, the combination of a H3 receptor antagonist and a 
serotonin reuptake inhibitor elicits an unexpected syticrgistic effect on the central nervous 
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syskm (CNS). it was not ob\ iocs al ih- iime of OSing the subject application that the 
combination of a H3 receptor antagonist and a serotonin reuptake inhibitor would be 
synergtsticv 

5. In support of my statement made in the preceding paragraphs three and four, I subinitthe 
foilowmg: 

(a) Experiments were conducted in the laboratories of University of Groningen to 
assess the effects of co-administration of thbperamide or ciproxifan, both high- 
affinity H3 receptor antagonists, and citalopram, a serotonin reuptake inhibitor. 
Extracellular levels of 5-HT were measured in the ventral hippoc^pus of rats 
following: 

(i) subcutaneous {s.c.) administration of citalopram ( 1 0 fimol/lsg), 

(ii) subcutaneous (s.c.) administration of thioperamide (12.25 jimol/kg'), 

(iii) co-administration of cttaiopvam (10 jxmoiAg s.c.) plus thioperamide 
(12.25 |tmoly3cg S.C.), 

<tv.) subcutaneous (s:.G,) administration of ciproxifen ( 1 5 mg/kg), 
{v.) co-administration of citalopram (10 jimoi /kg s.c.) plus tiproxifan (15 
mg/kg: s.c) J and 

(vL) co-administration of citalopram (10 ^mol /kg s.c.) p!us ciproxifan (1 
rag/kg s.c.), 

(b) Elevated 5-HT ie\e!s >^oro t!K':.(-,u!vJ in diaK sates by microdialysis at each 15- 
miniite intervai foUowing administration (injection time zero). Microdialysis 
techiniques are weilrknown in ^e art. 

(c) The fevei of 5-HT in each dialysate was compared and plotted over a period of 
150 minutes. See the figures attached hereto as Exhibits B and C. 
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6. In the experiments as represented in the attached figure (Exhibit B), administration of 
thioperamide alone (12,25 praoL''kg; -A- Exhibit B) demonstrated baseline levels of 5- 
HT. 1 00% of baseiine levels means that no increase or decrease was observed above the 
normal baseline levels of 5'IIT in the hippocampus of the rat, such normal baseline levels 
being observed prior to administratiofi of any drug (see -A- Exhibit B). In these 
experiments, administration of citalopram alone (10 nmol/kg; -s-) demonstrated an 
increase o\ cr baseline to nearly 500% of baseline 5-MT levels within 45 minutes and 
steadying to these ievels for 1 50 minutes. These experiments further dem()n,sir;iicd that 
co-adminislration of citalopram ilO j.anol kg s.c.) p!as thioperamide (1^.25 ,umo!''kg) 
elicited a significantly greater increase, e.g. approximately 900*^ o of baseline 5-HT Se\ els, 
at time intervals of 75, 90, i05, and 150 minutes following injection (see -«- Exhibit B, 
and page 30< lines U6 of the ^eci ftcation). 

7. Since thioperamide alone fliiis to elicit 5-HT le\el5 above baseline, then the addhive 
effect of the co-admini.stratioii of titaloprani plus liiioperamide on 5-HT le\els is 
expected to be the same as oiUiit>pn!m alone, or :^~\\T icveis aproximately 500% of 
baseline. The co-administration of citalopram plus thioperamide, however, consistently 
elicited a much greater increase over baseline 5-HT levels, e.g. 900% of baseline, when 
compared to the effect of citalopram alone. This greater increase in 5-HT levels induced 
by co-administration citalopram and thioperamide is evidence of an unexpected 
synergistic effect, 

8. Similarly, co-administration of citalopram (10 umol. kg s.c.) plus ciproxitan t i 5 mg/kg) 
elicited a significant!} greater increase, e.g. over 1000% of baseline 5-HT levels, aitiime 
intervals of 60, 75,90, 105, 120 and 135 minutes following injection (see -^-Exhibit C, 
and page 30, lines 10^15 of the specification). 

9. Given the prior art teachings, one would not conclude that H3 antagonists, inverse 
agonists or partial agonists, and serotonin reuptake inhibitors produce a swergistic effect, 
let alone an additive effect, or; >er(.iionir: ies ■ih in the braiis. There is no prior art evidence 
of increased serotonin levels as induced by H3 receptor antagonism or inhibition. 

10. It is generally known and accepted in the art that inducing an ekv^ion of serotonin levels 
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In the brain ieads lo more elTicaciouh unudcpressanTS. By administering i-U receptor 
antagonists, inverse agonists or paniai agonists in combinalion with a serotonin reuptai'ie 
inhibitor, tliese H3 receptor inhibitors may be used lo augment the effect of the serotonin 
reuptake inhibitor by causing such further increase of 5-FIT ieveis. Througii this 
synergistic effect, H3 antagoaists, inverse agonists or partial agonists provide significant 
improvement to the therap^tic effect (efficacy) of a serotonin reuptake inhibitor like 
CitalOfSi^. 

1 hereby declare that ail statements made herein of my own knowledge are true aiid that ali 
statements made on iriformatlon and belief are believed to be true; and finthsr that these 
statements are made with the knowledge that willful false staienients and the like s6 made are 
punishabie by fine or imprisonment, or both, under Sectibh f 001 of Title 18 of tiie United States 
Code and that any such wiilful faisc statements may jeopardize the validity of the application or 
any patent issued tliereon. 





Date 



Centiie Sanchez Mortllpj Dv Se, 



Appficant; Thomas Crcracrji, et ai, 
U.S. AppHcationNo. 10/596,348 filed .iuiy 14, 2066 
EXHIBIT A 

CyRRICULyM ¥ITAE 
Connie Sanchez {M&rMo} 

Current responsibiHties: 

Vice President, Neurosdence, Lundbeck Research, USA, Inc. 
Previous responsibilities (H. Lundbeck A./S): 

2001-2004. Manager of tlie escitalopram {Cipraiex" ) pharmacoiogy research team, 

team task to investigate in depth the mechanism of action of escitalopram. 
1999-2001. Head of department of rteuropharmacofogy, which is responsible for m vivo 

epifepsy research and sleep research. 
1997-1999, Head of in vivo screening department, which was responsibie for in vivo 

scresmog models of anxsetyi depression and psychosis, 
1995^1997. Research manager for drug discovery projects within depression and 

anxiety. 

1986^1995- Scientist and senior scientist in PharmaGolpgica) Research Departments and 

responsible for establishment of animal models of anxiety and depression 
i98S,-19S6. Cfinlcai Research Department as research fellow and project manager 

Other employment : 

1980-1981, Practising histology (methods, techniques and diagnostics) at Cafcedra de 
Histologia, Facultad de Medicina, University of Barcelona, Spain, 

1978-1980. Flavour chemist analysing and composing food flavours at Grindsted 
Products A/Sf Brabrand, Denmark, 

University degrees; 
M Sc & D Sc. Pharmacology 

Scientific societies, working groups and other academic activities; 
Member, previous board member and secrecary of D'jf":is'^ Society of Pfiarmacoiogy and 
Toxicoiogy. Member of Danish Socssry of NeuroS'iience, European Behavioural 
Pharmacoiogy Society, Sra.-^;J:n;iY!3n Society of Psychopharmacology, International 
Society of Psycho-iMeuro-trndocrinclc-gv, and Society of Neuroscience. 

Member of various working groups designing post graduated courses (statistics, 
pharmacology and physiology at basic and advanced ieveis) for laboratory personnel. 



Ph D and M Sc students. Approved as external examiner at the University of Copenhagen. 
Lecturing at postgraduate courses at the Pharmaceutical and Veterinarian and 

Agncuiturai Universities. 



Referee for European JournaJ of Pharmacology, Neuropsychopharmacology, 
Neuropharmacology, Pharmacology Biodiemistry and Behaviour, Pharmacology and 
Toxicoiogy, Psychopharmacoiogy, Behaviourai Brain Research, Brain Research, Physiology 
and Behaviour, European journal of Neurosciencej, Journaf of Neural Transmission, 
Journal of European «europsychopharmaco!ogy. 



PobfiGattons: 

More than 60 publications In peer reviewed journal, more than 200 abstracts and poster 
presentationSj more than 100 oral presehtatforis at symposia and several use patents. 



Patent Publications: 

1. US Patent No. 6,262,061, issued July 17, 2001, erttltied "'Treatment of panic 
attacks" 

2. US Patent No. 6,358,965, issued March 19, 2002, entitled "Treatment of 
depressfon" 

3. PCT Internatioriai Application Publication No. WO2002/ 102387, published on 
December 27, 2002, entitled "Treatnient of neuropathic pain" 

4. US Patent Application Publication No. US20040029957 Al, published February 12, 
2004 entitled "Treatment of Neurotic Disorders" 

5. US Patent Application Publication No. US20040029958 Al, published February 12, 
2004 entitled "Treatment of Neurotic Disorders" 

6. US Patent Application Pubiication No. US2004G1927&4A1, published September 
30, 2004 entitied "Use of enantiomeric pure escitalopram" 

7. US Patent Application Pubilcation No. US20040192765A1, pubiished September 
30, 2004 entitied "Use of enantiomeric pure escitalopram" 

8. US Patent Application Pubiicatfon No, US2004U1Q2766A1, published September 
30, 2004 entitied "Use of enantiomeric pure esatalopram" 

9. US Patent Application Publication No. US20040198809A1, published October 7, 
2004 entitled ^^Use of enantiomeric pure escitaJopram" 

10. US Patent Application Publication No. US20040198810A1, published October 7, 
2004 entitied "Use of enantiomeric pure escftaiopram* 

11. US Patent Application Publication No. US20040 19881 iAl, published October 7, 

2004 entitied "Use of enantiomeric pure escitalopram ■' 

12. US Patent Application Publication No. US200S0234093Ai, published October 20, 

2005 entitied "Gaboxadol for treating depression and other affective disorders" 

13. US Patent. No. 6,960,613, issued November 1, 2005, entitled "Treatment of 
neurotic disorders™ 

14. US Patent Application Publication No. US2005028837iAl, pubiished December 29, 
2005 entitled "Treatment of neuropathic pain, fibromyalgia or rheumatoid 

arthritis" 

15. US Patent Application Publication No. US200701 i7844Al, published May 24, 2007 
entitled "5-HTP Combmation Therapy" 

16. US Patent Application Publication No. US200701235S4A1, pubiished May 31, 2007 
entitled ''A method of treating premenstrual dysphoric disorder with escitaiopram" 

17. US Patent No. 7,265,151, issued September 4, 2007, entitled "Treatment of 
neurotic disorders" 
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18. US Patent No. 7,271,194, issued September 1.8, 2007, entitled "Treatment of 
neurotic disorders" 

19. US Patent Application Publication No. US20070213370Ai, published September 
13, 2007 entitled "5-HTP Combination Therapy" 

20. US Patent Application Pubiication No. US20070276035A1, published November 29, 
2007 entitled "Treatment of neurotic disorders" 

21. US Patent Application Publication No. US20080004338A1, published January 3, 
2008 



Publications: 

1. Gram LF et a!. {1986), Clinical effect profile in comparison with clomipramine. A 
controlled multicenter study. Psychopharmacol, 90, 131-133, 

2. Timmerman L, De Beurs P, Tsn 8K, Leijnse-Ybema H, Sanchez C, H0pfner Petersen HE 
and Cohen-Stuart MH (1987). A double-blind comparative clinical tria! of citalopram 
vs maprotiiine in hospitalized depressed oatients. Int. O'in. Psychopharmacol, 2, 239- 
253, 

3. Hyttel J, Arnt J, Bogess KP, ChribLcfisv.:: AV, ; arso;; i-J, l_emb0! HL, Meier E and 
Sanchez C {1988). Neurochemical and behavioural profile of Lu 17-133, (+) trans-4- 
[3-{3,4-dichlorophenyl)-indah-l-yl]-i-pipera2lt>e ethanol, an inhibitor of the uptake of 
dopamine and noradrenaline. Drug Dev> 13? 213-230, 

4. Sanchez C (1989). The effects of dopamine and Dj receptor agonists on body 
leiriperature in male mice. Eur. J. PharmaeoL. 171,. 201-206. 

5. SaiKjKV C, Arnt 3, Dragsted N, Hyttel J, Lemb0i HL, Mefer E, Perregaard 3, and 
Skarsfeldt T (1991). Neurochemical and in vivo pharmacologic^i profiie of sertindole, 
a limbic-selectfve neuroleptic compound. Drug DcvcL Res. 22, 239-250, 

6. Arnt J, i-iytte! J and Sanchez C (1992). Partiai and full dopamine Dj receptor agonists 
in mice and rats: relation between behavioural effects and stimulation of adenyiale 
cyclase activity in vitro. Eur. J. Pharmaco!. 213, 259 ■■ . 

7. Arnt j, Sanchez C and Skarsfeldt T (1992). Relevance of drug discrimination methods 
for the evaluation of antipsychotic drugs. Eur, Neuropsychopharmacof . 2, 223-224. 

8. Hyttef J, Arnt J, Costail B, Dragsted N, Lemb0l HL, Meier E, IMayior RJ, Nowak G, 
Sanchez C and Skarsfeldt T (1992), Clin. Neuropharmacoi. 15, suppi, 1, 257-268. 

9. Hyttel }, Bogeso KP, Perregaard J and Sanchez C (1992). The pharmacological effect 
of citalopram resides in the (S)-(-i-)-en3ntiomer. .3. Neural. Transm. 88, 157-60. 

10. Perregaard 3 Arnt 3, Besges© K and Sanchez C (1992). i^on-cataleptogenic centrally 
acting dopamine D^; and serotonin 5-HT2 antagonists within a series of 3 -substituted 
l-(4-fluorpheny!)-lH-indol6S. J. Med. Chem. 35> 1092-1101. 

11. Perregaard J, Andersen K, Hyttei J and Sanchez C (1992). Selective centraly acting 
serotonin S-HT; antagonists. Part I: 2- and 6- substituted l-phenyi-3-(4-pjperidinyl)- 
IH-indoles. 35, 4813-4822. 

12. Sanchez C and Arnt J (1992). Effects on body temperature in mice differentiates 
between dopamine receptor agonists with high and !ow efficacies, Eut. 3, 
Pharmacol, 211, 9-14, 

13. Perregaard .] Sanchez C and Arnt J (1993), Recent development m anxiolytics. Cur. 
Opin. Ther. Pat. 1, 101-128. 

14. Sanchez C (1993). Effect of serotonergic drugs on footshock-induced ultrasonic 
vocalization. Behav, Pharmaeoi . 4, 269-277. 
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15. Sanchez C and Meier E (1993). Cenrras and peripheral rrjediation of hypothermia, 
tremor and saSivation induced by muscarinic agonists in mice. Pharmacol. Toxicol, 72, 
252-267, 

16. Sanchez C, Arnt J, Hyttel J and Moltzen E (1993). The role of serotonergic 
mechanisms In inhibition of isolation-induced aggression in male mice. 
Psych opharmacol .110,53 -59. 

17. Arnt J, Sanchez C and Skarsfeldt T (1994). The so-cdi!ed atypical antipsychotics -How 
similar are they? Neuropsychopharmacology, 10, 469S. 

18. Domeney AM, Arnt .], Costail B, Naylor RJ, Sanchez C and Smith AG (1994). Effect of 
sertmdoie on raised mesolimbic dopaminergic activity in the rat. Drug Oevei. Res. 31, 
175-185. 

19. Moitzen EK, Pedersen H, Bogese KP, Meier E, Fredeni<sen K, Sanchez C, and Lemb0l 
HI. (1994). Bioisosteres of arecoline: l,2,.3,6-tetrahydro-5-pyridyi-siibstjtuted and 3- 
piperidyl-substituted derivatives of tetrazoles and i,2,3-trias>les. Synthesis and 
myscarinic activity, I. Med. Chem. 37, 4085-4099. 

20. Sanchez C (1994). Serttndote- an atypical neuroleptic. In Strategies for studying brain 
disorders (eds Palomo, T., Archer, T. And Beningerj R.) , 2, lS7-*163i 

21. Sanchez C and Hyttei J {1994>. Isolation -induced aggression in mice: Effects of 5- 
hydroxytryptamine uptake inhibitofs and tnvofveiment of postsynaptic 5;-HTiA 
receptors. Eur. 3. Pharmacol, 264, 241-247. 

22. Sanchez C and Lemb0i HL (1994). The involvement of muscarinic receptor subtypes in 
the mediation of hypothermia^ tremor and salivation in mate mice, Pharmacol. 
Toxicoi. 74, 35-39. 

2.3. Arnt .], Sanchez C, Lenz SM, Madsen U and Larsen PK (1995). Differentiation of in vivo 
effects of AMPA and NMDA receptor itgands using drug discrimination methods and 
convuisants / anticonvuisant activity. Eur. J, Pharmacol. 285, 289-297, 

24. Hyttel J, Arnt J and Sanchez C {1995>, The pharmacology of citalopram. Rev, 
Cdntemp, Pi^armacother. 6, 271-285. 

25. Nielsen CK and Sanchez C (1995). Effect of chronic diazepam treatment on footshock- 
induced uitrasonic vocaitzation in adult maie rats. Pharmacol. Toxicol. 77, 177-181. 

26. Perregaard J, Moltzen EK, Meier E and Sanchez C (1995). iigands with subnanomolar 
affinity and preference for the binding site. 1, 3-(co-amtnoafkyi)-iH-indoles. J. Med. 
Ghem. 38, 1998-2008. 

27. Sanchez C (1995). Serotonergic mechanisms involved in faciiftation of exploratory 
behaviour of mice in a fuliy automated two compartment blade and white test box. 
Pharmacol. Toxicoi. 77, 71-78, 

28. Sanchez C, Arnt J, Costal! B, Domeney AM, Kelly E and Nayior RJ (1995). Sertindoie; 
A limbic selective neuroleptic with potent anxiolytic effects. Drug Devel. Res, 34, 19- 

29, 

29. Sanchez C (1996). 5-HTia receptors pEay an important rofe in moduiatlon of behavior 
of rats in a two -compartment black and white box, Behav. Pharmacol. 7, 1-10. 

30. Sanchez C, Arnt J and Moitzen E (1996). Assessrnent of relative efficacies of 5-HTu 
receptor Iigands by means of in vivo a.niir.al models, t^r, Pharmacoi. 315, 245-254. 

31. Sanchez C, Arnt J and Moitzen EK (1996). The antsaggressive potency of (-)- 
penbutoio! involves both 5-HTtA and 5-HTib receptors and □ -adrenoceptors. Eur. J. 
Pharmacol. 297> 1-8. 

32. i^lansen HH, Sanchez C and !«ieier E (1997), Neonatal administration of the seiective 
serotonin reuptake inhibitor Lu 10-134-C increases forced swimming-induced 
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immobiitty in aduit rats: A putative amma! mode! of depression. 3. Pharm. Exp. Ther. 
283(3), 1333-1341. 

33. Sanchez C (1997). Acute stress enhances anxfolytic-iike drug responses of mica 
tested in a black and white test box. Eur, Neuropsychopharm. 7, 283-288. 

34. Sanchez C (1997). Interaction studies of S-HTw receptor antagonists and selective 5- 
HT reupta!<e inhibitors in isolated aggressive mice, Eur. J. Pharmacol. 334, 127-132. 

35. Sanchez C and l^eier E (1997). Behavioral profifes of SSRIs in animal modefs of 
depression, anxiety and aggression. Are they aSI alike? Psychopharmacol. 129, 197- 
205. 

36. Sanchez C, Arnt J, Costall B, Kelly ME, Meier E, Naylor RJ and Perregaard J (1997). 
The selective Dz-ngand Lu 28-179 has potent anxiolytic-iii<e effe^s in rodents. J. 
Pharrn, Exp. Ther. 283 (3), 1343-. 

37. Sanchez C (1998). 5-HTia receptors in the treatment of aggression and {mpulse 
control disorders (iCOs), in iviae5,M. And Coccaro, E-F, (Eds) Neurobioiogy and dinicai 
views on aggression and impulsivity. John Wtiey & Sons Ltd, UK. 

38. Sanchez C, Arnt J, Didriksen M Dragsted N, Lenz SM and Marz J (1998). In vivo 
muscarinic cholinergic mediated effects of Lu 25-109, a Mi agonist and M-JMj 
antagonist, Psychopharmacoi. 137, 233 -240. 

39. Jensen JB, Jessop DS, Harbuz MS, Mark A and Sanchez C and Mikkelsen JD (1999). 
Acute and long-term treatments with the selective serotonin reuptake inhibitor, 
citatopram, modulate the HPA axis activity at different levels in male rats. 3. 
Neuroendoerln. 11, 465-471. 

40. Sanchez C and Hyttei 3 (1999). Comparison of the effects of antidepressants and their 
metabolites oh reuptake of bfogenlc amines and on receptor bindteg. Cell. Moi. 
Heur^biol. 19> 467-489. 

41. Sanchez C and M0ri< A (1999). EEDQ studies of the role of S-HTiA and 5-HT2 receptors 
in mediation of foot-shock- induced uSfrasonic vocaitsation in adult rat. Eur. 
NeuropsyGhopharmacot, 9, 287'-294. 

42. F3!ch E, Perregard J, Frolund B, Sokilde B, Bjur A, i-iansen LM, Frydenvsnrj K, Brchm 
L, BolvigT, LaVsson'oM, Sanchez C, Schousboe A, Krogsgaard- Larson P (2000). 
Selective inhibitors of giia! GABA uptake; synthesis, r'ib.'ioiute stereochemistry tind 
pharmacoiogy of the enantiomers of 3-hydroxy -4 ofTiir.o-'^s.e.y-tetrdhydro- 1,2- 
bezisoxszoie (exo-THPO) and analogues (1999). J, Mod. Cnsm. 42, 5402-S414. 

43.3oubert A, Sanchez C and tarsen F (2000). Citaiopram. Human Psychopharmacoiogy, 
15, 439-451. 

44. Kehler J, Hansen i^I and Sanchez C 2000). r^ovel phosphinic and phosphonic add 

analogues of the anticonvulsant vs'proic acid. Biorg. Med, Chenri. Lett, 10(22), 2547- 

2548. 

45. Ketiiher P, Connor TJ, Hsrkin-A, Sanchez C, Kelly jP -.snd Leonard BE (2000), Varying 
response to the rat forced swim test under diurnai and nocturnal conditions, Physiol. 
Behav, 69 (4-5), 531-539. 

46. Nielsen CK, Arnt A and Sanchez C (2000). Intracranial self-stimulation and sucrose 
intake differ as hedonic measures foiiowing chronic mild stress: interstrain and 
intertrtdividua! differences. Behavioural Brain Research. 107, 21-33. 

47. Sanchez C and Arnt 3 (2000), In vivo assessment of 5-HT2A and S-HTic antagonistic 
properties of newer antipsychotics. Behavioural Pharmacology 11, 291'-298, 

48. Sanchez C and Papp M (2000), The selective Oj iigand Lu 28-179 has an 
anttdepressant-like profile in the rat chronic msld stress model. Behavioural 
Pharmacology. 11, 117-124. 
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49. Madsen U, Brauner-Osborne H, Frydenvang K, Hvene L, Johansen TN, NieSsen B, 
Sanchez C, Stensbdl TB, Bischoff F and Krogsgaard-Larsen P (2001). New class of 
selective antagonists of group I metabotropJc glutamic acid receptors. J. Med. Chem. 

44, 1051-1059. 

50. Madsen U, Stensboi TB, Brauner-Osborne H and SancheE C (2001), Fra 
krampefremkaidende til krampestillende effekt, Laegemiddetforskning. Danmarks 
farmaceutiske Hojskofe. 

51. Montgomery SA, Loft H, Sanchez C, Reines EH and Papp M (2001). Escitaiopram (S- 
enantfomer of citalopram) - clinical efficacy and onset of action predicted from a rat 
model. Piiarmacol & Toxicol, 88(5), 282-286. 

52. Montgomery SA, Loft H, Sanchez C, Reines EH, Papp M (2001). Letter to the editor. 
Pharmacol. Toxico!. 89, 154-155. 

53. Froiund B, Jorgensen AT, Tagmose L, Stensbai TB, Vestergaard HT, Engblom C, 
Kristiansen U, Sanchez C, Krogsgaard-Larsen P (2002). Novei ciass of potent 4- 
arylalkyl substituted 3-isoxazo}oi GABA(A) antagonists; synthesis, pharmacoiogv, and 
molecular modeling, J. Med. Chem. 45, 2454-2468. 

54. Papp M, Nalepa I, Antkjewicz-Michaluk L and Sanchez C (2002). Behavioural and 
biochemical studies of citaiopram and WAY 100,635 in rat chronic miid stress model. 
Pharm, Biochem and Behav. 72, 455-474. 

55. Vogel V, Sanchez C and .lennum P (2002). EEG measurements by means of 
radioteiemet.'-y after intrcicerobroventricuisr (ICV) cannulation in rodents. J Meurosci 
l^efchods. J. Neuroscf. MeLh. 118, 89-96. 

55.KeHiherP, Kelly JP, Leonard sr and Sancho/ C (2003). Effects of acute and chronic 
administration of selective monoamine re uptal<e inhibitors in the rat forced swim 
test. Jl Psychoneuroendocnnology. 28, 332 -347. 

57. M0rk A, KreiJgaard M, Sanchez C (2003). The R-enantiorner of citaiopram counteracts 
escitalopram-induced increase irv extraceUular 5-HT in the frontal cortex of freely 
moving nats. Neuropharmacology, 45, 167-173. 

58. Sanchez C (2003). R-dta!opram attenuates anxiolytic effects of escitaiopram in a rat 
uStrasontc vocalisation mode!. Eur J Pharmacol. 464 (2-3), 155-158. 

59. Sanchez C (2003). Stress-induced vocalisation in adult animals, A valid model of 
anxiety? Eur. 3. Pharmacol, 463, 133-143, 

60. Sanchez C, Bergqvist PBF, Brennum LT, Gupta S, Hogg S, Larsen AK and Wiborg O 
(2003), Escitaiopram, the S-(+)-enantiomer of citaiopram, is a selective serotonin 
reuptake inhibitor with potent effects in antmaf modefs predidiive of antidepressant 
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